toques to? R t i f s ? J I nn'-Of " 

REMARKS 

An aspect of the present invention is to deliver alternative pharmaceuticals So the U.S. 
it'ih, mi t > . i ij i km \n aw* ape coiiMjmei heneiils fiom the dehve?\ of 
alternative phatmaceuticaU to the U.S. market because the presence of alternative 
plsatm teei t i 1 1 > ft n!N!iw <■ ! ic.ik-t election s k i i <<> led Uk 

^i'mI o ' f jut vu v ! U it i o > it i \pl 11 ItM httu^ ■> 

.dkoumefom v I dt ! <do ns i ^\ ^o <• k x ,-f (4 v k inMvaK'! i! 
ben/o exdohep :h'stvm< ^i - md in th f brum strueturt 




IW-^vJi ^ >u eml> uotfU dosil\RIM\« i the * mkd Suu.* CI \Ki\K\> ^ 
prescj >ec san mil a mi efbi prevention o treatment of allerge c eactiom which may 
result In symptoms such as sneezing, itchy eyes and hives. 

FVd,.! it^ilnie n ci\ stall he dlsnni. Utsn > iff . '.u 1 pi.mvtton bs s*<is of 
U.S.. Patent No. 6.506.76? ("767 patent" l The '767 patent discloses two polymorphic icons of 
deslomudr * labeled form 1 and form 2, whiUt fsssnommot sto 'Form V osk- ' f m n if" 
k ivjimK i u <. n \ } h m% d) o-me hniu d Ik. Itv >un ^ tk "o ' n<itu\ ^ Jmi 
Jed<<j tndme tdi <o v. t <| t > L i a t \ ^ ^ >h , L % f ( t . - i<udj-.itKt\ 

dttYuetHpH-vat 1 jpei ,m-Cv be patent > , f t tne* % h Si ui oh - > added l 

fit. h li IU tU Hit liu, HlUOh K "piknM oh n i t 4, is 

>\ bnt dKitsMo L>t a fu>t distinct crystal! me font vUmhc* uhn iai his iu\ v nton 
pu tdt . v s o hi i pi dt ' ( i idl i m * U o f < U t , 2 

The *?6? patent at column 3 , lines 53-38 specifies that *the phrase 'polymorph form i esse it i U 
free of polymorph form T as used herein means tot [dedoratadine] polymorph form. I prepared 
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T P ion. \> <H i i - «M 

Requite? R t i f s e i nu'-Ot " 

KtpS\ t'^O 1 1, ti i\0 W'l-tJT 

in ;kYef\kiive ^im d v i t * tt <o <i , v M hi In tt I » il f »n> ^ i u^ured b\ t ntarod 
sex , i )! tt j! -! 31 it Mi i i x \ ii'K'1 n h t i th p H - to 

hd eaa^i, . < n , <>Ji eow-^t ^ ot af anb to i > t \ taK ilwtl 

">^\> w th < ^ .jiMiik\f he v. io< m Z f > n a^ptct n tx s nIck d t \ i, a ,i. t, of Uk 
I'uii iio nn > t ^* v 1 Jirads t n n in p \\iu \ HAOnivx*: 

i 1 uf it U t 1 ^ n Mot 2 t>> MIR speaiopbotonxi \ 

The Examiner's attention is also directed to the text of the 76? patent at column 2 ; lines 
50-52, for a discussion of a second distinct crystalline form, which discloses that the 'invention 
itsopjn ! musmI mvvm m t < n:jUln j Ji k j u )s rt \ k ofposmorp [sic] 
to m Iti ' pah (ti i Ion lit > t pi uIk mi 1 u p it m j n in - h i ti< „ 
si b nio 1 i\' >t p !i >f 1 >t t n^dluuirt \ \\ tt j[uhmoij,h 

imm 2 prepared in aecou^ncounii Jik t m *r n vt ' - less th,*n ubust jK\uhk less 
t it d t I > n >ie | id I 3 n it ^ ^ Hours 1 tv n d i n n 1 

spectral analysis on a FT IK u 1 1 i lu uul n <v,» tl » r K patents 

tt J o o v vstal ti .wi \ o jt\ It i , i ] t< n - m o n tt i d > o i , : t tit 
about > yum dx iomatndet ivn - it n 1 

In 1 ii!)imai\ !,'» vo, "n x a kh ^} t | Km f -t i ^ n >uirnS\ t^e 
os j<ob 5ih«ph toon : \Nb K h mee.x that th' xmxmx of polymorph form 1 e\eee b afon f ><" <« 
v jtb 'he ecu a n M i ^ t> ru » \sn ti.' n-o^ tltt o *v*e it > U h„o<e eub not pb loan 2 
t n s su tantn! xx d \in it \htc nt> Ku>ho iu d| \motpbio rt 
n ev^ves^ -sboi * V 1 Atitio x ^ < I «- bt n > * >t n 1 . These aspects are summarised in the 
fbliowittg Table, 



1 t! ;:H!l 1 V:;::lT| 


form I 


i'oi'tti 2 


form 1 v.v -nd^ dee offornt j 


tio<it< i di ; :t,< > a '' ,tN ' t , 


less than abont 1% 




t etK'L .Jo <• tt 


(range ^ I'V^t^^O 


form 2 sub^antn IK fn e of tomt 1 


less than about 15% 


greater than about HS% 




f rarme iS%;;0%] 


uanp' sv on f 



! d- iiK't mk 1' it t V di ™ ^ odliiu ^ti tu k in 1 t 

Uvt- sep.a.uc bphht ate ^ 1 tu ts p^ii.i lb*, n be t uk ^tood h\ tv \, uoo the 
it ->v t i «. of it " " [t itt nt . v.«.>l i no d t n nteh tc uK a folium i -it t, * h t> id << d 
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I S Pi, i U i l MM ? a O 

Ktnk t^O 1 i. m i\J \i-ot-tcf 

lo prt ) t i ! iiMs* com mm t, 

j4kw c-taudn t -j \\ i an !iMi.<ih>,! io nannu sUii .kt.n^i'u with 
ixactingh* th regoat ion reqt m soft 1 ^ and i net nn 0 ta s 
Knd v-L Ik- u - FDA's Good Manufacturing 

Practices! (All' rCipjneuetUs Quae )•> ;iBfe| : ||a|j 
frlcvUmUadmel in as f^r^JwrnM^ \ i v u having 

^ -;5Nf plus -if f i;o|nM\s-- 

Mk 7Vp u fiitiht : vi^s it., nt f lines 5*4 i that 

WcllUerilv M eri 1 kit jiliS-jn, C ' ii lo I I'XOl 1 - O in OtnCof 

polymorphs Such a mixture could lead to production of a [desSoratadfoe] 

ptodlSCt < < <.Ui .ICMM^ wtli i W\! 4 >l! v d«. > ompossttots 
ii t i i vm j[ ! (tut >i t uh ! i pi Hi i i_ h k po'-o 
properties a situation unacceptable in view of stringent GMP 
roijnin.-nicnt.s 

U t^uon 4 c p o ot ao , n ( i on. ft. i h "o"" pmtft is to pio\}de mo 
disu let ervs I tu i n id k t o If slum < t p v n <Vii ai u a m < f ^to n 
p s i s. <i j j 1 n apt 1 <n ties heetu ^ 1 itn! ud I, 
lines 40-41) tfeo.maK^ iK th>ot i iu p ink a f i , u ^ I ». >K>ratadine that is 
no ! m<^Mu lot i - pos-sbk 1 ia s u tti ununl %o» usliv.»0Ktm 
physical properties., vsnnJt ts "tm.fsccept.abie in view of stringent t AH* opt < uneni-d (see- the 767 
patent at col. 4, lines 9-1 1 ). 

Accordingly, the rejection of claims i-13, 15-26. and 28-59 under 35 U.S.C. § '1 03(a) 
». u U o Nv m . > t l 7 ~ it i *- - | .ill K n v -c ! 

l he ptc:-;enf invention is unobvtous ovet the 767 patent sot at leasi the follow ®g two 
uasotu \ n4 die 40 p cent d >o • oi doe osc nt l i gee4 ' ^ toov 1 1 \ elumied rap ^ t - 
as a \ edged b> ie OS jc« Se " the 76? | ttet I > hat it i niesi ieto 
tdnn w k^av it.Kl'ne t iintvi i tltvi, v i !,> t lit hi-" 'i - t .li^i-i c<; t K 
767 patent 

The OHIce has acknowledged thai the "Sebumaehet '767 patent docs not explicitly leach 
incuomu , tnrec* ^ett>l\ peuu i > ^ ttn ^ < 1 \< s t u ! pl Kim f to Kit if o 
4* hi .4' . < is c. \tpnnst lt> ."iHltiOJ'^ \> t > n <sl oa"t to 
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Requite? R t i f s ? J I uto-Of " 
PqiS\ t^O 1 i, m i\J W't-t-l 

hr\wo-S) v.:ivn'M\M^u *■> lonUoibor the pressor ^ e <. ' o h< n. , t Vsio=e-nd<ne 
Form !~t< i ut ifn v. „'K>t ho t.n ^u^ht ait t J> U>t,t Juv* is disclosed sti ihe '"V? 
patent. 

Instead theOKtu \ - t k i t «. N > it u f it \ ^ i , ti U,mm t et n k metel w 

( \ f! 'if i i , " th, I , du. iMht < pltCti tv,e i H Ot \ugUsi O %1 t 

Opto \a>n) h {tn «(>^ theOtttwu i m ton'S u ' v mjiilnK v 

eryslallin . line that is not as pure as that which is prescribed by she '767 patent. 

\\ p , Wl t! i s i >s i it v \ i t iiji l a tse it tli u ^ - *jo h v \ mu. * s'mr 
offered by the 76? at column l lines 34*41 and column + I to M 1 thai tt is wuk vp: ih e to 

Itut P^l Udi s. < i\ st if i i h i ii- i f kit p s }sp<-M h |r oPh vt e- \pol v«U t<f s 

believe that hv esu mandates that i i t stable i have ei stall ine rctlymorph Form { 

o; .h .k\!t ktne »< \ is it! P^ »} » j oi 1 ^ M-toM V^plh i^yku 

that tht s f-7 pate t «lt?o ^ndaies ? ' n i asu...vpt - Mo have * . uUnu- poKmorpi H 

of deskiai<khu..< hpW .uhstai talh e^ v;n. i it t <<uu t 

\ppfii nts h he Offi e acknov* dg j the 76? >aten u-tu P teaches awa? 
from the p<tscnt \ e aimed imcmi»*n upon consideration of the following pass tee from the 
Cktrky Court with emphasis added: 

\ re erenct it j \ - . > teach away wh .. - kordi iar> 
sk'l tpeit tek< u the ieL ctu v. v di- uujed on! i^ttu'w 
p,^ lUPtPfteM^ i wtnddbt kdm .tdiuHtmn t h> t rgf«t 

'' > -> > V< ? M ^ ^ 'H(Kv,' (i k u *t , mh ,t,HMil.t n t >, i , u J vs th 
approval tn tuuiKK'Us othes SveeiPt ".i t ee> tstotw 

\pt* tt- \t \ la t\u i u v VpPitt ,|P iv , tit d t m 

pages ! Si" to cu'k non .md i <<di:mi xno'a t consent ict 
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Eequ^i to? R t i f s e i nu'-Of " 





Example § Stability tests, 
: r AY' RH n X 


page F? 
-■ ,RH 


l.\3tnpK- 2 Suhshts Tests. 


, pa ire .17 
^\RU 


time 


form f 


Form 11 


hirro \ 


Form 13 


Form i 


Form 11 


f onv; 1 


form II 


{weeks) 
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Example 3 S 4Htv 1 page 1 \ \ph Stability Km- pam S 
25*€,60%RH n <. RH 2* f h ,RH 40 f ?«*«KH 



i weeks} 


Form 1 


Form II 


Form 1 


Form 0 


Form I 


Form 11 


Form 3 


Form 11 
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The da i ?rese«t t f niage i crys ine form as a function »ftim« as 
itKM.suu-d !>', \ ui< po< u lit sak itsveptesa - i. k ion tp.au i 1-5} the 
oontfusUio)^\u > K > Dillon* b v Ai^wl ,'9") > > 4 it '\ , i <. jv <i • ^ t ok ertt ms Mines 
F^! c .ampic K'. -Uii '!k nvif oal seporok t i -. urn 1 *. 1 -cco^ <_T ti <.% ■ {- a,^ 
<,.{ ulb\ iu ^iil t t t 1m !k it i It f Kth >. tt ^ nit. Jr t [» >t if* { M 

35 ml at 1 HFC I he 1 able includes the average percentage ;>i each crystalline form ovet the 
u omJoot >1 <ft m \^i<mK tnFonbt i b ^ kr \mrt s ueie obt u< < , t en 

t'l H g!l tilt U , s fl!H (fit ^ pik t\ 1 )!' I* IF I IkOtf J\ 

u >[<i u tntu 'K t ci k jw„UwvM u t - t ta^vep ih.o U haw \ji Me | tuct ami tints 
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Eequ^i to? R t i f s ? J I nu'-Of " 



. in* \ •(;. ■ !>■(- since these variable compositions w< ps, have "variable physical properhesk 
vltul i it > ik i v v >v + ♦nnjsenJ GMP T\t|iw«m. t ^ Ik ' patuu at 

col hint * w \ppl ca t ii^ -k i * li. t l M * sdoses- that 

ilk u , ',^1 tin tv .v|' ,u , >f r <pl s 0 our t 

dttdl on*i II) \\c$e tornpu f * h jh . <i >j \ . oi soiue rno « n ,< 
(25.75, 50:50, 75.25, 84: i 6 Form f:Ponrs II).* Is was discovered thai 
pi" Dv p ik in Jks s th 'ki. a - )i> oik umpwit^lwc 
pi it k i i bk physical properties as eomp c > rbt sepaf i 
polymorphs t i , il t lot Us Ik v v. f Ku |i ^ u i 
iiantformai on t e t c nal ch j < t< t »t - >} hv j \tn» phk mixture 
may retain substantially the same, which is idea] for formulation. 

(t othv i\ >\' Xp^Kim mi 'iwmttii mhk\W . ^ k k I k I His 

lili't 1I"!I ^vtlK^pU'v vviK i ' t v >1 s Jk f N ) <. U iUltt )t ',t p tt'ltt i C mm, tub* 

compositions m \anableph\sA prope i s 

hs \ tew olih I v >m_ \pj •> believe tku U o < in crnhm is tin obvious Over 
the disclosure of the ^p" r ( >' ! < * 1 " ™ i 11 1 - dt * - - i 

thttrte> dut>t f > " _ t * t <. u (i I (. <. t Kd u k - it Kt (Ik icmiUs 

otthe piesu tupplKatj.^ sttc , r |KCtt,d ^ K f ^"npafcdt vU .ch .i co ik paten* 
Vpp'kaiNl mil y request tha t e Examiner k I , he same m< It 1 t ^ rejection 

Tbcpanisiondl tcieji on of claims t- l.i r ho ,it c S ^ l u d* the judteok weneJ 
dou i no of < >omtK v. < < t (' >k pi i! r» m ei k 1 \n 21-2 * - u di i_ >f I * it ■■u 
i 2S" 2""^ t th« _ « . S f r , >n tisi<M ■ li k i ^ no! 

t'l.nms 2 14 ol dn : > ippl c<n to i f > to % 

21 A mi\tu«e ot on suiimo Farm i and Form H of 
2v^in] 4 (kKiine kontai n it ^" p it t. > ■ « 4m ']<iiol ait, n] ^' 
i u>IvK ) iK t heptat t h •> hs 1 ? nu ^1 isobuP-uud 
toluene, chloroform and combinations thereof 

22 i ho m 1 ta . ^ u r 2 L compu>a^ J <\u N ^-s2 
i d* ajjdtne Fom land tb> IS ' < t m ! orm I! 
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Request to? R t i f s ? J I uto-Of " 
Ktpk t^O 1 i, m i\J W't-t^f 

2} lht m'xn.o < 22 t_ ( it tj o tt ^ S2 

iv si ita hit i ii ! in tl 'S -1 d\ >tat i < t l 1 om\ II 

2} \ ph<n itact'Utical Kttnu < us < »i tj>* o 1 nnstt cot 
claim 21, 

\Uhou|di i! n;>\ K fi k 'Just ciaitn 2 1 ts-di ^k\t + o ,.ivskdhn-, dodoiatadt pitvisua 

m 'iUin'SK 11 ! trd K in Ii c!ai o T f' 1 1 i ft o tt 1 , ■ <i, i >es 'a \ v 1 * ! ppm to 

«ii<Mt~. ' >>| is) v nou ^ I kvec n-hq>i<-th.< a- 1 s ttx ci) s vet, tc hum ol 

isobutan >ltsen« ik fot 1 mbiiiati s ihe I 5 s should istes vfthea 

oft Umv, I 1* 2S >> 17, and in \UK!s thou Is no setptsiemem to koe a ciwadnk ummuk 
thaU \ . i '.ih^ui mi ppm f< ihoi +'H |'|!iio 41% lit f - KM.ve\.m. n-ltq>pok «i 
hv\,n<t uh\ 1 dictate huku o sooat > tol m\ w* t Us ononis and combinations inuud " 

\pp « it 1 t d H|t< ! Ii dk [ in t v \ n ]tuit 

Vppft^ntsv ikdiiu * u ..htu ivNtit > {>« n^t uUnloimation Disclosure 
StattmuJt <ti J ^ I'u > ; .diii-»v\-u v -;pfn,ttnn 't ■ Yv 2 i 1 

appl c i>Md fi od suu ! 12 20( 1 mc\ published as US 20t or I26i< < . Decemba 2 2004 
\cktiottlcJ|jc«icni ot tK«* uTtto e< - ns l tdl, requested 

\ppnenls ii iif^p' \ i i Unti ^ksent . pout Rev s c 1 ^ > i e \K>r h 
I ski s ot ot i tin ttrtdtf " i 1 H hi o ti Mil i ,<m n to t 1 u it tn-r In i' oi 
H CFR 1 17{aXS)fo ^ppHcafiis' represemat vt Op sit Account 13-2725 If.fot am reason the 
He^uesl ss ^'p^ia-cd fsoin the pit-soti cspoit.sC thot \pphtams ,tu i<n c {Ik/ Odicc to charge 
the above-iioted Deposit Account to pay arty necessary fees so as to maintair? the pendency of the 
present application. 

\pphca?rfs Kites e that the present application ts nou in a condition for alloxvance In the 
ent thet die 1 vamire a n ^' k las- h -antt. t >c \;. '-Ik. mis \>i il\ u\ , c 4 oo »ut :«-i ot 
von 1i,n\n elf to s j ~ r ", ,usd 



In ten ol ibe renwU ot^l.r^vd hoivm \pp! c.tms rt^pectlbUs K-ijnct t Notice srf 
\ i' f i ! > <i u k f \> i x m ' t > ,k <! ^ i (, v iH ht 

appliVwHn ii ilk I i M U iMi i\> T > , v u fllv lit U nf^ k,', 1 I C V >V> \ VkU ( v v OK 

number, 

R ipectfulh ubm tttx 
\tl K« HWi \<tUI SPPi 

P.O. Bm 2903 

Minneapolis Mmm^ou 5Mit2-i^o* 
(404) 954- 5061 

Registration No, 55,868 
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